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(54) Composition for topical use based on the ethylic ester of linoleic acid and on the triethyl 
ester of citric acid associated with suitable synergists 



(57) The present invention relates to a composition 
for topical use, in particular aimed at skin care and at 
improving the aesthetical conditions of the same, char- 
acterised in that as active ingredient, it contains at least 
one of the active principles selected between the ethylic 
ester of linoleic acid and the triethyl ester of citric acid, 
which may be used both individually and in association. 
When used individually, the ethylic ester of linoleic acid, 
or ethyl linoleate, can be contained in the composition 



in a quantity in weight preferably between 1 .0 and 20%. 
When used individually, the triethyl ester of citric acid, 
or triethyl citrate, can be contained in the composition 
in a quantity in weight preferably between 0.50 and 30%. 
When used in association, ethyl linoleate and triethyl ci- 
trate can be contained in the composition in a quantity 
in weight preferably equal, comprised between 1 .00 and 
40% each. 
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Description 

FIELD OF APPLICATION 

[0001] The present invention relates to a new product based on ethylic esters of essential fatty acids, and on ethylic 
esters of mono, di-, tricarboxylic acids usable individually or in association in formulations for pharmaceutical and/or 
cosmetic use, for example in the treatment of acne and cutaneous seborrhoea. 

PRIOR ART 



[0002] Acne affects a large number of people, and traces a cutaneous pathological frame characterised by a mor- 
phological and functional alteration of the piliferous-sebaceous unit with the appearance of white-heads (closed come- 
dos), blackheads (open comedos), papules and, in the most serious forms, pustules, nodules, cysts and scars. 
[0003] Acne affects about 80% of the population aged between 12 and 30, and especially in women it can continue 
is even in old age. 

[0004] The acne etiopathogenesis is strictly related to: 

the increased production of sebum (seborrhoea) 
the anomalous keratin ization of the piliferous-sebaceous duct 
*o - the bacterial colonization 

[0005] Seborrhoea Is the consequence of an exasperate response of the sebaceous gland to the action of androgenic 
hormones, more in detail to the action of dihydro-sterone obtained by the reduction of testosterone by the enzyme 5-a 
reductase. 

25 [0006] The anomalous keratin ization of the piliferous-sebaceous duct is directly responsible for the formation of the 
homy plug, the cause for the formation of the micro-comedo and of the subsequent acne lesions. 
[0007] Due to the increased production of sebum and before the formation of the micro-comedo, there occurs an 
abnormal growth of the skin saprophyte bacteria, such as Propionil Bacterium Acnes. 

[0008] Due to the release of lithic enzymes (protease and lipase), the latter is capable of causing the destruction of 
30 the sebaceous gland proteic structures and of hydrolysing the triglycerides normally contained in the sebum (which, 
among the other things, is produced in higher amounts due to the action of dihydro-sterone), thereby releasing fatty 
acids and glycerol. 

[0009] The fatty acids thus released are characterised by the comedogenic action, and are thus oxidised, with the 
formation of chemical entities having a pro-inflammatory action. 
35 [0010] The therapy implemented so far for the pharmacological treatment of acne or cosmetic treatment of sebor- 
rhoea has basically been based on the action of keratolytic and/or antibiotic substances, as well as other active prin- 
ciples, such as retinoids. 

[0011] Among such substances we may mention, for example, salicylic acid, tartaric acid, glycolic acid, resorcin, 
phenol, etc. All of them are capable of carrying out their action aimed at the clinical Improvement of the acne history 
40 through a keratolytic mechanism. 

[0012] Among the antibiotic substances used so far to keep the Proplonilbacterium Acnes growth under control, we 
may mention clindamycin, minocycline, erythromycin, metronidazole, etc. 

[0013] Other active principles used for the treatment of acne are retinal acid, especially in the trans form, which is 
effective but characterised by a high toxicity, photo-toxicity, teratogenicity. 



OBJECT AND SUMMARY OF THE INVENTION 



[0014] The object of the invention is to provide a product having a high efficacy and excellent cutaneous tolerability 
by an innovative mechanism of action capable of reducing seborrhoea, controlling the growth of the saprophyte bac- 
50 terium Propionilbacterium Acnes and inhibiting the hyper-keratin ization of the piliferous-sebaceous duct. 

[0015] This object is achieved by a composition containing, as active ingredient, at least one of the substances 
including the ethylic ester of linoleic acid and the triethyl ester of citric acid, which may be used both individually and 
in association. 

[0016] When used individually, the ethylic ester of linoleic acid, or ethyl linoleate, can be contained in the composition 
55 in a quantity in weight ranging between 0.1 and 1 00%, preferably between 1 .0 and 20% based on the final formulation. 
[0017] When used individually, the triethyl ester of citric acid, or triethyl citrate, can be contained in the composition 
in a quantity in weight ranging between 0.1 and 1 00%, preferably between 0.50 and 30% based on the final formulation. 
[0018] When used in association, ethyl linoleate and triethyl citrate can be contained in the composition in a quantity 
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in weight ranging between 0.1 and 99.9% each, preferably in an equal amount between 1 .00 and 40% each. 
[0019] Moreover, the composition based on ethyl linoleate and/or triethyl citrate can contain various active ingredi- 
ents, which for the sake of simplicity we shall call synergists. 

[0020] Synergists can be selected among acetic acid, lactic acid, salicylic acid, tartaric acid, glycolic acid, clindamy- 
5 cin, erythromycin, metronidazole, amoxicyllin, triclosan, capryloyl glycine, azelaic acid, hydroxide zinc, chloride zinc, 
retinol, trans- retinoic acid, resorcin, gentamicin, meclocycline, phenol, ascorbic acid, tocopherol, lipoic acid, phosphati- 
dylcoline, phosphatidylserine, clorexidine, irgasan, phospholipids in general, in all dextrorotatory and laevorotatory 
forms, racemic mixtures, cis forms, trans forms and relevant salts, esters and amides, and formulations with particular 
additives and excipients for external use. 
w [0021] Such synergists can be present in the composition - both Individually and in combination - in the number of 
two or more, along with ethyl linoleate and/or triethyl citrate. 

[0022] Such synergists can be contained in variable quantities in weight, between 0.001 and 70%, preferably between 
0.5 and 15%, based on the final formulation, when the proportions of ethyl linoleate and/or of triethyl citrate are from 
0.05 to 90.5% in weight each. 
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DETAILED DESCRIPTION OF THE INVENTION 



[0023] The clinical efficacy and the safety of use of the preparation based on ethyl linoleate and/or triethyl citrate 
has been experimentally documented with evident and objective results. 
20 [0024] The clinical efficacy and the safety of use are the consequence of an original mechanism of action charac- 
terised in that both ethyl linoleate and triethyl citrate behave as inert substances and are transformed into active prin- 
ciples when they come into contact with the skin. 

[0025] Such transformation, from Inert substance to active principle, is a consequence of the hydrolysis that occurs 
due to specific cutaneous (esterase) or bacterial (lipase) enzymes, capable of releasing ethylic alcohol and, respec- 
ts tively, linoleic acid, diethyl citrate, mono-ethyl citrate and then, citric acid. 

[0026] Such mechanism of action can be described more in detail with the aid of the following diagrams: 

1 . control of seborrhoea and hyper-keratinization: 

30 a. Ethyl linoleate is an inert ingredient hydrolysed by the bacterial lipases released by the Propionil Bacterium 

Acnes and/or by any other bacteria present onto the skin and/or by the esterase normally present on the skin, 
thereby causing the formation of ethylic acid and linoleic acid. 

b. Linoleic acid is capable of inhibiting the action of the enzyme 5-a reductase, responsible for the reduction 
of testosterone and dihydro-sterone, whose biological activity at the level of the sebaceous gland causes an 

35 increase of the production of sebum (seborrhoea). 

c. In the acne history, the hyper-keratinization of the piliferous-sebaceous duct is in strict relation with a drop 
of the levels of linoleic acid. The exogenous rate of this compound modifies the keratinization dynamics, in- 
tervening on one of the main causes of the acne evolution. 



Diagram 1: mechanism of action of bacterial lipase and cutaneous 
esterase enzymes with respect to ethyl linoleate. 
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Diagram 2: mechanism of action of ethyl linoleate with respect to the 
major causes of acne evolution 
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2. Control of bacterial growth 

a. Triethyl citrate is hydrolysed by the bacterial lipases produced by Propionil Bacterium Acnes and/or by 
cutaneous esterase, releasing in a differentiated manner the first carboxyl, the second one and finally, the 
third one. Each of the three carboxyls is characterised by different values of pKa, and thereby, acidity: 

i. first carboxyl pKa = 3.128 

ii. second carboxyl pKa = 4.761 

iii. third carboxyl pKa = 6.396 

The cutaneous pH is thus dynamically modulated towards such values of acidity as to inhibit the growth 
of the Propionilbacterium acnes and the consequent release of lipase capable of hydrolysing the triglycerides 
contained in the sebum, from whose hydrolysis the comedogenic fatty acids are released. Once oxidised, the 
latter are transformed into compounds provided with anti-inflammatory activity. Through such mechanism of 
action, as determined in diagrams 3 and 4, it is possible to trigger a virtuous circle capable of impeding the 
evolution of the major phases of the acne pathology. 
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Diagram 3: mechanism of action of bacterial lipase and cutaneous 
esterase enzymes with respect to triethyl citrate. 
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Diagram 4: mechanism of action of triethyl citrate with: respect to the 
major causes of acne evolution. 
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3. Higher affinity of bacterial lipase with respect to the hydrolysis of ethyl linoleate and of triethyl citrate rather than 
the sebum triglycerides. 

[0027] Another important aspect of the present invention is that the cutaneous lipases have shown a higher affinity 
to hydrolyse ethyl linoleate and triethyl citrate rather than the triglycerides contained in the sebum. 
[0028] This is very important to control the evolution of acne; in fact, the release of comedogenic fatty acids (obtained 
by the triglyceride hydrolysis), the consequent oxidation to compounds characterised by a pro-inflammatory activity, 
is one of the most crucial moments in the evolution of acne. 

[0029] On the other hand, the release of linoleic acid and of citric acid obtained by the hydrolysis of the respective 
ethylic esters allows the pharmaceutical action previously described at 1 and 2, and ensures a virtuous circle that allows: 



a. the control of hyper-seborrhoea; 
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b. the control of bacterial growth; 

c. the control of the infra-infundlbule hyper-keratinization; 

d. the control of the amount of bacterial lipases produced; 

e. preference, in any case, of the hydrolysis of ethylic esters of linoleic and citric acids rather than the sebum 
triglycerides; 

f. consequent control of the amount of fatty acids released by the hydrolysis of triglycerides; 

g. general control of the inflammatory process. 

[0030] As known, acne is a chronic Inflammatory pathology of the pilifero us -sebaceous unit in which 4 converging 
pathogenic moments occur: increased sebaceous secretion , anomaly of the superficial cutaneous bacterial flora, hyper- 
keratpsis of the piliferous-sebaceous unit and action of the inflammation mediators. 

within the scope of acne polymorphism, comedos can have a primary or secondary role with respect to papules and 
pustules. In the first case, the so-called comedo acne occurs. In any case, there exists a considerable correlation 
between the severity of acne and the number and size of comedos. 

[0031] Recent studies show that comedos are lesions induced by the hyper-proliferation of infundibular cells. 
[0032] The treatment of piliferous-sebaceous unit disorders needs a serious commitment in terms of skill, expertise, 
possibility of having effective products. 

[0033] The prevention and removal of comedos and the control of skin susceptible to infection is a very important 
issue in cosmetology, which bases the treatments on skin cleansing, the use of topical antiseptics, the use of smoothing 
or slightly abrasive products, and lenitive products capable of attenuating the irritations caused by inflamed comedos. 
There is a wide range of face cleansing products, such as soaps or non-soap detergents with antiseptic action, or 
containing sulphur. 

[0034] The use of cosmetic products, however, does not intervene on the cause of acne, bur ratherthey try to restore 
the acne skin to normality. 

EFFECTS OF THE INVENTION IN RELATION TO SAMPLE EXPERIMENTATION 

[0035] Based on the present invention, clinical tests with the use of a sebum-meter have been carried out to evaluate 
the action of two anti-acne products. 

[0036] This was carried out according to the following parameters: 
Object 

[0037] The test allows evaluating whether the products subject to test are a valid aid in e the treatment of acne and 
whether they can attenuate reddening caused by the presence of acneic centres of infection. 

Experimental sample 

[0038] Five female volunteers with oily skin and suffering from acne, aged between 15 and 28 
Preparation of the samples 

[0039] The samples must be applied as they are, based on their use features. 
Method of application of the samples 

[0040] The samples must be evenly applied on specific areas of the face, according to the instructions reported in 
the description card supplied to the volunteer. 
[0041] The lotion on the right side of the face. 
[0042] The cream ton the left side of the face. 

Execution of the test 

[0043] After recruiting the volunteer, the following instrumental evaluations are carried out: • 

- Basal measurement of sebum using a sebum-meter authorised according to CEE standards (SKIN LAB) 

- Basal hydration using an instrument authorised according to CEE standard (SKIN LAB) 

- Basal TEWL using an instrument authorised according to CEE standard (Tewameter) only on the left side of the face 
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- Acquisition of micro -pictures using a polarised-light telecamera, 200X. The micro-images are used to view the 
depth of the imperfections caused by acne and to highlight any improvements during treatment. 

Acquisition of macro-pictures using a Mini DV. The pictures are usefui to define the general initial situation and to 
document any macroscopic improvements during the use of the products. 

- The volunteers are provided with cards where they will record daily remarks regarding the cosmetic pleasantness 
of the products, and their functionality. 

[0044] The volunteer is provided with a descriptive card regarding the various products subject to testing. 
[0045] To facilitate the task, the first application is mad at the laboratory. The subsequent checks are carried out after 
seveh days (T7), fourteen days (T1 4), twenty-one days (T21 ) and 28 days of treatment with E2 lotion and E3-A cream. 
[0046] Following the above experimentation, the difference between the sebum-metric, corneous-metric and TEWL 
values obtained before and after the application of the products was evaluated using a polarised-light telecamera and 
mini DV, the variations of pimples and acneic pustules. 

[0047] The sebum-metric, corneous-metric and TEWL values are then reported, processed and graphically displayed 
as shown in the following tables. 
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TABLES AND GRAPHIC REPRESENTATION OF THE RESULTS 
Sebum-metric values after prolonged use (LOTION) 




Ave rage 



base 



34,0 



21.3 14.4 6,2 



3,2 



% decrease of sebum on the skin 



o.o 

-20,0 
-40,0 
-60,0 
-80,0 
-100,0 





t740 
-37,2 




t15-t0 
-67,6 




t30-t<) 






r90,6 
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Hydration indices after prolonged use (LOTION) 
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Sebum-metric values after prolonged use (PRODUCT E2 - CREAM-) 




% decrease of sebum on the skin 



0.0 
-10,0 
-20,0 
-30,0 
-40.0 
-50,0 
-60,0 





(740 


- - .4 ■ 1 -■• 


t15-t0 




t30-t0 






-41,4 




-40,2 




-56,6 
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Hydration indices after prolonged use (PRODUCT E2 - CREAM-) 
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TEWL values after prolonged use (PRODUCT E2 - CREAM) 
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[0048] Below are some examples of formulations according to the present invention. 
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Preparation 01 


No. 


Description 


% p/p a 


01 


Ethyl linoleate 


100.00 


How to prepare: 




Preparation 02 


No. 


Description 


% p/p a 


01 


Triethyl citrate 


100.00 


How to prepare: 
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Preparation 03: 


No. 


Description 


% p/p a 


01 


Ethyl linoleate 


20.00 


02 


Triethyl citrate 


80.00 


How to prepare: mix 2 in 1 



Preparation 04: 


No. 


Description 


% p/p a 


01 


Ethyl linoleate 


20.00 


02 


Triethyl citrate 


20.00 


03 


Salicylic acid 


2.00 


04 


Ethylic alcohol 


58.00 


How to prepare: dilute 03 in 04, mix 02+03 to the resulting so- 
lution 



Preparation 05: 


No. 


Description 


% in weight 


Step A 


01 


Ethyl linoleate ' 


5.00 


02 


Ascorbic palmitate 


1.50 


03 


Ppg-15 stearyl ether 


10.00 


04 


Capryloyl glycine 


4.00 


05 


Steareth-2 


3.00 


06 


Steareth-21 


2.00 




Step B 




07 


Preservatives 


as needed 


08 


Glycerol 


3.00 


' 09 


Water as needed 


100 


How to prepare: step A) mix 01+02+03+04+05+06 and heat at +75°C. 
step B) Dilute the pre-mixed phase at +75°C and add by agitation to Step A). Cool at ambient temperature under 
agitation. 



45 



Preparation 06: 


No. 


Description 


% p/p a 


01 


Ethyl linoleate 


20.00 


02 


Triethyl citrate 


20.00 


03 


Erythromycin 


10.00 


04 


Ethylic alcohol 


50.00 


How to prepare: dilute 03 in 04, mix 02+03 to the resulting so- 
lution 



13 



EP 1 269 991 A2 



Preparation 07: 


No. 


Description 


% in weight 


01 


Trans-retinoic 


0.025 


02 


Ethyl linoleate 


50.00 


03 


Triethyl citrate 


20 


04 


Ethylic alcohol as needed 


100 


How to prepare: dilute 01+02+03 in 04 



Preparation 08: 


No. 


Description 


% in weight 


01 


Clindamycin 


1.00 


02 


Ethyl linoleate 


5.00 


03 


Triethyl citrate 


20 


04 


Ethylic alcohol as needed 


100 


How to prepare: mix 02+03+04 and dilute 01 in the mix- 
ture 



Preparation 09: 


No. 


Description 


% in weight 


01 


Lipoic acid 


5 


02 


Ethyl linoleate 


95 


How to prepare: dilute 01 in 02. 



[0049] It has thus been proved that the action of ethyl linoleate and/or of triethyl citrate, described in the treatment 
of acne, seborrhoea and oily skin, considering the particular mechanism of action of biological, pharmacological, phys- 
iological and biochemical type, is wider and is addressed to the treatment of several other cutaneous pathologies, such 
as athopic dermatitis, seborrhoeic dermatitis, nummular dermatitis, exfoliating dermatitis, stasis dermatitis, neuroder- 
matitis, acne, acne rosacea, cicatricial alopecia, Hippocratic alopecia, female alopecia, medical toxic alopecia, aerate 
alopecia, pseudo-folliculitis, psoriasis, liche ruber planus, ichthyol, xerodermia, keratosis, decubitus ulcer, trophic ul- 
cers, torpid sores, angioma, haemangioma, teleangectasy granuloma, seborrhoeic keratosis, etc. 
[0050] Thanks to its peculiar mechanism of action at the skin level, the use of ethyl linoleate and/or triethyl citrate, 
optionally combined with suitable synergists, is innovative also as regards the cosmetic use, such as: anti-aging com- 
position aimed at improving the aesthetical conditions of the skin, and at preventing skin aging signs, anti-wrinkle, 
hydrating, treatment of cutaneous hyper-pigmentation, cosmetic treatment of seborrhoeic skin, seborrhoeic skin prone 
to acne, etc. 

[0051] The following examples of preparation are further illustrations of the composition of the present invention. 
[0052] If not otherwise stated, the proportions therein are in percentage weight based on the final composition. 

Example of preparation 1 

[0053] 



Athopic dermatitis product 


Ingredients (A) 


quantity by weight % 


Steareth - 21 


2.000 


Stearate glyceride 


3.000 
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(continued) 



Athopic dermatitis product 


Ingredients (A) 


quantity by weight % 


Cyciomethicon 


1.000 


PPG-15-stearyl ether 


2.000 


Beeswax 


2.000 


Stearic acid 


1.500 


Sunflower oil 


6.000 


Cetyl acid 


1 .000 


Paraffin oil 


4.000 


Wheat grass oil 


1.000 


Ethyl linoleate 


7.500 


Ingredients (B) 


quantity by weight % 


Preservatives 


as needed 


Perfume 


as needed 


Water 


as needed 


How to prepare: 

Ingredients (A) and ingredients (B) are heated at 70° C separately. 

Ingredients (B) are then added to ingredients (A) mixing the whole to obtain a homogenised mixture in the form of 
emulsion for topical use. 



Example of preparation 2 
[0054] 



Product with skin acidifying activity 


Ingredients 




Triethyl citrate 


1.500 


Soiubiiizer 


as needed 


Water as needed 


100 


How to prepare: solubilize triethyl citrate in water using the soiubi- 


iizer. 





Example of preparation 3 
45 [0055] 



Anti-acne product 


Ingredients (A) 


quantity by weight % 


Steareth - 21 


2.000 


Stearate glyceride 


3.000 


Cyciomethicon 


1.000 


PPG-15-stearyl ether 


2.000 


Beeswax 


2.000 


Stearic acid 


1.500 
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(continued) 



Anti-acne product 


Ingredients (A) 


quantity by weight % 


Sunflower oil 


6.000 


Cetyl acid 


1.000 


Paraffin oil 


4.000 


Wheat grass oil 


1 .000 


Ethyl linoleate 


7.500 


Triethyl citrate 


5.000 


Ingredients (B) 




Preservatives 


as needed 


Perfume 


as needed 


Water 


as needed 


How to prepare: Ingredients (A) and ingredients (B) are heated at 70° C separately. 
Ingredients (B) are then added to ingredients (A) mixing the whole to obtain a homogenised mixture in the form of 
emulsion for topical use. 


Example of preparation 4 
[0056] 


Athopic dermatitis product 


Ingredients (A) . 


quantity by weight % 


Steareth - 21 


2.000 


Stearate glyceride 


3.000 | 


Cyclomethicon 


1 .000 j 


PPG-15-stearyl ether 


2.000 


Beeswax 


2.000 


Stearic acid 


1 .500 


Sunflower oil 


6.000 


Cetyl acid 


1 .000 


Paraffin oil 


4.000 


Wheat grass oil 


1.000 


Ethyl linoleate 


7.500 


Phosphatidylcoline 


0.050 


Ingredients (B) 




Preservatives 


as needed 


Perfume 


as needed 


Water 


as needed 


How to prepare: 

Ingredients (A) and ingredients (B) are heated at 70° C separately 

Ingredients (B) are then added to ingredients (A) mixing the whole to obtain a homogenised mixture in the form of 
emulsion for topical use. 
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Claims 

1. Composition for topical use, in particular aimed at skin care and at improving the aesthetical conditions of the 
same, characterised In that as active ingredient, it contains at least one of the active principles selected between 

5 triethyl citrate and ethyl linoleate. 

2. Composition for topical use according to claim 1 , characterised in that ethyl linoleate is contained in a quantity 
between 0.001 and 90% weight/weight, preferably between 0.5 and 15% weight/weight. 

10 3. Composition for topical use according to claim 1 , characterised in that it contains, as active ingredient, triethyl 
citrate in a quantity between 0.001 and 90% weight/weight, preferably between 0.5 and 15% weight/weight. 

4: Composition for topical use according to claim 1, characterised in that it contains, as active ingredients, ethyl 
linoleate and triethyl citrate, each in a quantity between 0.05 and 10% weight/weight, preferably in equi-molecular 
15 quantities. 

5. Composition for topical use according to any one of the previous claims, characterised by a mechanism of action 
in which both ethyl linoleate and triethyl citrate behave as inert substances and are transformed into active prin- 
ciples when they come into contact with the skin, such transformation from inert substance to active principle, 

20 being a consequence of the hydrolysis that occurs due to specific cutaneous (esterase) or bacterial (lipase) en- * 

zymes, capable of releasing ethylic alcohol and, respectively, linoleic acid, diethyl citrate, mono-ethyl citrate and 
then, citric acid. 

6. Composition for topical use according to the previous claims, characterised in that the bacterial lipases have a 
25 higher affinity to hydrolyse ethyl linoleate and triethyl citrate rather than the triglycerides contained in sebum. 

7. Composition for topical use according to the previous claims, formulated for external use along with other active 
' principles, such as acetic acid, lactic acid, salicylic acid, tartaric acid, glycolic acid, clindamycin, erythromycin, 

metronidazole, amoxicyllin, triclosan, capryloyl glycine, azelaic acid, hydroxide zinc, chloride zinc, retinol, trans- 
30 retinoic acid, resorcin, gentamicin, meclocycline, phenol, ascorbic acid, tocopherol, lipoic acid, phosphatidylcoline, 

phosphatidylserine, clorexidine, irgasan, phospholipids in general, in all dextrorotatory and laevorbtatory forms, 
racemic mixtures, cis forms, trans forms and relevant salts, esters and amides, and formulations with particular 
additives and excipients for external use. 

35 8. Composition for topical use according to the previous claims, characterised in that it also contains acetic acid, 
lactic acid, salicylic acid, tartaric acid, glycolic acid, clindamycin, erythromycin, metronidazole, amoxicyllin, tri- 
closan, capryloyl glycine, azelaic acid, hydroxide zinc, chloride zinc, retinol, spironolactone, minocyclin, retinoic 
acid, retinol, retinaldehyde, resorcin, salicylic acid, phenol, ascorbic acid, tocopherol, lipoic acid, phosphatidylco- 
line, phosphatidylserine, phospholipids in general, in all dextrorotatory and laevorotatory forms, racemic mixtures, 

40 cis forms, trans forms, such substances being usable both individually and in combinations, in a quantity between 

0.001 and 90% weight/weight, preferably in an overall quantity between 0.5 and 15% weight/weight. 

9. Composition for topical use according to the previous claims, containing ethyl linoleate and/or triethyl citrate, op- 
tionally with other active ingredients and various additives, characterised In that it can be prepared in formulations 
45 for external use, such as emulsions of water in oil, emulsions of oil in water, mono-phase solutions, bi-phase 

pseudo-solutions, mono-phase gels, bi-phase gels, submicellar gels, anhydrous ointments, aspersory powders, 
alcoholates, alcoholites, alcoholic solutions, hydro-alcoholic solutions, and the like. 
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(54) Composition for topical use based on the ethylic ester of linoleic acid and on the triethyl 
ester of citric acid associated with suitable synergists 



(57) The present invention relates to a composition 
for topical use, in particular aimed at skin care and at 
.improving the aesthetical conditions of the same, char- 
acterised in that as active ingredient, it contains at least 
one of the active principles selected between the ethylic 
ester of linoleic acid and the triethyl ester of citric acid, 
which may be used both individually and in association. 
When used individually, the ethylic ester of linoleic acid, 
or ethyl linoleate, can be contained in the composition 



in a quantity in weight preferably between 1 .0 and 20%. 
When used individually, the triethyl ester of citric acid, 
or triethyl citrate, can be contained in the composition 
in a quantity in weight preferably between 0.50 and 30%. 
When used in association, ethyl linoleate and triethyl ci- 
trate can be contained in the composition in a quantity 
in weight preferably equal, comprised between 1 .00 and 
40% each. 



CO 
< 

o> 
o> 

CD 
CM 



QL 
UJ 



Printed by Jouve, 75001 PARIS (FR) 



EP1 269 991 A3 



J 



European Patent 
Office 



EUROPEAN SEARCH REPORT 



Application Number 

EP 02 42 5243 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 



Citation of document with indication, where appropriate, 
of relevant passages 



Relevant 
to claim 



CLASSIFICATION OF THE 
APPLICATION (lntCL7) 



DATABASE CA [Online] 

CHEMICAL ABSTRACTS SERVICE, COLUMBUS, 

OHIO, US; 

T0Y0N0, YASUYUKI ET AL: "Prophylactic 

antiacne agents containing linoleic acid 

derivatives" 

retrieved from STN 

Database accession no. 111:239549 CA 

XPG02273218 

* abstract * 

& JP 01 110610 A (LIOH CORP. , JAPAN) 
27 April 1989 (1989-04-27) 

DE 24 52 119 A (HENKEL & CIE GMBH) 
13 May 1976 (1976-05-13) 

* examples 1,2,4,5 * 

WO 99 29335 A (CHONG KUN DANG CORP ;SHIN 
HEE JONG (KR); CHOI NAM HEE (KR) ; KIM JU) 
17 June 1999 (1999-06-17) 

* examples 4A.4E * 



1,2,5-7, 
9 



A61K7/48 
A61K31/0O 



1,3,5-7, 
9 



1-3,5-7, 
9 



TECHNICAL FIELDS 
SEARCHED (lnt.CI.7) 



A61K 



The present search report has been drawn up tor all claims 



THE HAGUE 



Dale ot comptetton ot the search 

11 March 2004 



Examiner 

Sierra Gonzalez, M 



CATEGORY OF CITED DOCUMENTS 

X : particularly relevant if taken atone 

Y : particularly relevant If combined with another 

document of the same category 
A : technological background 
O : non-written disclosure 
P : intermediate document 



T : theory or principle urt dertyrng the invention 
E : earlier patent document, but published on, or 

after the filing date 
D : document cited in the application 
L : document cited for other reasons 

& : member of the same patent family, corresponding 
document 



2 



EP1 269 991 A3 



ANNEX TO THE EUROPEAN SEARCH REPORT 

ON EUROPEAN PATENT APPLICATION NO. EP 02 42 5243 



This annex lists the patent family members relating to the patent documents cited in the above-mentioned European search report 
The members are as contained in the European Patent Offioe EDP file on 

The European Patent Office is in no way liable for these particulars which are merely given for the purpose of information. 

11-03-2004 



Patent document 
cited in search report 



Publication 
date 



Patent family 
members) 



Publication 
date 



JP 1110610 



27-04-1989 NONE 



DE 2452119 


A 


13-05- 


■1976 


DE 


2452119 Al 


13-05- 


1976 


WO 9929335 


A 


17-06- 


•1999 


AU 
WO 


1509799 A 
9929335 Al 


28-06- 
17-06- 


1999 
1999 



For more details about this annex : see Official Journal of the European Patent Office, No. 1 2/82 



